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(57) Abstract: The invenlion 
provides metliods for 
delecting alpha^synuclein. 
The invenlion also identifies 
preferred epitopes of alpha 
synuclein for use in such 
detection, and provides 
antibodies specifically binding 
to such epitopes. 
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Box No. II Observations where certain claims were found uusearcliable (Continuation of item 2 of first sheet) 
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□ 



Claims Nos.: 

because they relate to subject matter not required to be searched by this Authohtyf namely: 



Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningiul international search can be carried out, speciHcally: 



Claims Nos.: 

because Uiey are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This Inteniationai Searching Authority found multiple inventions in this international application, as follows: 
Please See Continuation Sheet 



As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 

2. I I As all searchable claims could be searched wiUiout effort justifying additional fees, this Authority did not invite payment 
of any additional fees. 

^- I I As only some of the required additional search fees were dmely paid by the applicant, this international search repon 
covers only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by clainw Nos.; Please See Continuadon Sheet 

Remark on Protest | | Tlie additional search fees were accompanied by the applicant's protest and, where applicable, the 
payment of a protest fee. 

The additional search fees were accompanied by Uie applicant's protest but the applicable protest fee 
was not paid within the time limit specified in the invitation. 

I I No protest accompanied the payment of additional search fees. 
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BOX m. OBSERVATIONS WHEIUS UNITY OF INVENTION IS LACKJNG 

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive 
concept under PCX Rule 13.1. In order for all inventions to be examined, the appropriate additional exanunation fees must be paid. 

Group I. claim(s) 5 and each of claims 1-4, 16, 18* 19, 26-29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that competes with 
an antibody that specifically binds to residues 1 09-120 of alpha synuclein. 

Group a, claim(s) 6, 7, 24, 25 and each of claims M, 16, 18, 19, 29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that 
competes with an antibody that specifically binds to an epitope on the C-tcrminus of synuclein. 

Group III, claim(s) 8, 22, 23, and each of claims N4, 16, 18-19, 29. 32-37and 45-46 in part, drawn to a monoclonal ariUbody lliat competes 
with an antibody Uiat specifically binds to an epitope on iheN-terminus of synuclein. 

Group IV, claim(s) 9, 10, and each of claims 1-4, 16, 18-19, 28-29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope comprising residues 43-5 1 and 56-65 of synuclein. 

Group V, claini(s) 11, 17, and each of claims M, 16, 18, 19,28-29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that 
competes with an antibody that specifically binds to an epitope comprising residues 1 18-126 of alpha synuclein. 

Group VI, claim(s) 12 and each of claims 1-4, 16, 18, 19, 26-29, 32-37 and 45-46 in pan, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope comprising residues 91-99 of synuclein. 

Group Vll, claim(s) 13 and each of claims 1-4, 16, 18-19, 29, 32-37 and 45-46 in part, drawn to a monoclonal antibody that competes with 
an andbody that specifically binds to an epitope comprising residues 40-55 of synuclein. 

Group VI n, claim(s) 14, 20, 21. 30 and each of 1-4, 16, 18-19, 26-27, 29. 32-34 and 45-46 in pait, drawn to a monoclonal antibody that 
competes with an antibody that specifically binds to an epitope comprising residues 124-134 of alpha synuclein, wherein residue 129 is 
phosphoiylated serine. 

Group tX, claim(s) 15, 31 and each of claims 1-4, 16, 18-19, 29, 32-34 and 45-46 in part, drawn to a monoclonal antibody that competes 
with an antibody that specifically binds to an epitope comprising residues 123-127 of alpha synuclein, wherein residue 125 is nitrated 
tyrosine. 

Group X, ctatm(s) 38-44, drawn to a pair of monoclonal antibodies, each specifically binding to a different epitope within synuclein. 

Group XI, claim(s) 47-48, drawn to a method of humanizing a monoclonal antibody of Table 1 or of producing a chimeric form of an 
antibody of Table I . 

Group XII, cl3im(s) 49-70 and 75-76, drawn to a method for detecting alpha synuclein in a fluid sample, comprising the use of a capture 
antibody and a reporter antibody. 
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Group XIII, claim(s) 71-73, drawn to a mclhod of monitoring processing of alpha-synuclein to a fragment comprising the use of a cultured 
ceils expressing alpha synuclein. 

Group XIV, c]aim(s) 74, drawn to a method of screening an agent for activity in inhibiting processing or secretion of alpha synuclein. 

The inventions listed as Groups I-XIV do not relate to a single general inventive concept under PCT Rule 13. 1 because, under PCT Rule 
1 3.2, they lack the same or corresponding special technical features for the following reasons: 

The technical feature linking groups I-XIV appears to be a monoclonal antibody as shown in Table 1 that specifically binds to alpha 
synuclein. As such, the first recited special technical feature of the first claim and the first antibody of Table I would be: A monoclonal 
antibody that competes with monoclonal antibody 7G4 (JH4) for specific binding to alpha synuclein, wherein the epitope for 704 is 
residues 109-120 of alpha synuclein. 

However, Jakes et al. (Neutosci. Lett, July 1999; 269: 13-16) teaches the monoclonal antibody LB509, which is directed against human 
alpha-synuclein and recognizes amino acids 11 5- 122 of alpha-synuclein (sec abstract). Jakes et al. demonstrate that peptides consisting of 
residues 1 10-122 of alpha synuclein were capable of interfering with antibody binding (see Figure 2, p. 15). The monoclonal antibody 
taught by Jakes et al. would therefore be expected to compete with the instantly claimed monoclonal 7G4 for specific binding to alpha 
synuclein. Accordingly, the technical feature linking the inventions of Groups 1-XIV does not constitute a special technical feature as 
defined by PCT Rule 1 3.2, as it does not define a contribution over the prior art. 

The special technical feature of Group I is considered to be a monoclonal antibody that binds to an epitope comprising residues 109-120 of 
alpha-synuclein, which is not required by groups II-XIV. 

The special technical feature of Group II is considered to be a monoclonal antibody that binds to an epitope comprising the C-tcrminus of 
alpha-synuclein. which is not required by groups 1 or ni-XIV. 

The special technical feature of Group III is considered to be a monoclonal antibody that binds to an epitope comprising tlie N-terminus of 
alpha-synuclein, which is not required by groups I-II or I V-XIV, 

The special technical feature of Group IV is considered to be a monoclonal antibody thot binds to an epitope comprising residues 43-5 1 
and 58-65 of alpha-synuclein, which is not required by groups I-III or V-XIV. 

The special technical feature of Group V is considered to be a monoclonal antibody that binds to an epitope comprising residues 1 18-126 
of alpha-synuclein, which is not required by groups M V or VI-XI V. 

Tlie special technical feature of Group VI is considered to be a monoclonal antibody that binds to an epitope comprising residues 91-99 of 
alpha-synuclein, which is not required by groups I-V or VII-XFV. 

The special technical feature of Group Vn is considered to be a monoclonal antibody that binds to an epitope comprising residues 40-55 of 
alpha-synuclein, which is not required by groups I-VI or VIII-XIV. 

Tlie special technical feature of Group VIIl is considered to be a monoclonal antibody that binds to an epitope comprising residues 124- 
134 of alpha-synuclein, wherein residue 129 is phosphorylated serine, and which is not required by groups I- VII or IX-XIV. 

The special technical feature of Group IX is considered to be a monoclonal antibody that binds to an epitope comprising residues 123-127 
of alpha-synuclein, wherein residue 125 is nitrated serine, and which is not required by groups I-VIU or X-XIV. 

The special technical feature of Group X is considered to be a pair of monoclonal antibodies, each specifically binding to a different 
epitope within synuclein, which is not required by groups I-IX or XI-XIV. 

The special technical feature of Group XI is considered to be a method of humanizing a monoclonal antibody of Table 1 or of producing a 
chimeric fonn of an antibody of Table 1, which is not required by groups I-X or XII-XIV. 

Ilie special technical feature of Group Xll is considered to be a method for detecting alpha synuclein in a fluid sample, comprising tlic use 
of a capture antibody and a reporter antibody, which is not required by groups I-XI or XlIl-XIV. 



The special technical feature of Group XHl is considered to be a method of monitoring processing of alpha-synuclein to a fi-agment 
comprising the use of a cultured cells expressing alpha synuclein, which is not required by groups I-XII or XIV. 

The special technical feature of Group XKl is considered to be a method of screening an agent for activity in inhibiting processing or 
secretion of alpha synuclein, which is not required by groups I-XIII. 
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Accordingly, Groups I-XIV are not so linked by the same or corresponding special technical feature as to fonm a single general inventive 
concept 



Continuation of Box III Item 4: 

5 in fiill, and each of 1-4, 16, 18-19, 26-29, 32-34 and 45-46 in part, to the extent of a monoclonal antibody recognizing an epitope 
comprising residues 1 09-1 20 of alpha synuclein 
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